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DETAILED ACTION 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Any rejection not reiterated in this Action is withdrawn. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-6, 8-16, 18-26, 35-39 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for compositions that inhibit translation 
of a Mect1/MAML2 chimeric gene and comprise a fragment of a nucleic acid encoding 
SEQ ID NO: 12 and a nucleic acid complementary to the fragment having up to three 
mismatches, does not reasonably provide enablement for compositions wherein the 
nucleic acid complementary to the fragment comprises up to 10 base substitutions and 
inhibits translation of a Mect1/I\/1AML2 chimeric gene. The specification does not enable 
any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with these claims. 

The following factors as enumerated In re Wands, 858 F.2d 731 , 737, 8 USPQ2d 
1400, 1404 (Fed. Cir. 1988), are considered when making a determination that a 
disclosure is not enabling: the breadth of the claims, the nature of the invention, the 
state of the prior art, the level of ordinary skill in the art, the level of predictability in the 
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art. the amount of direction provided by the inventor, the existence of working examples 
and the quantity of experimentation needed to make the invention based on the content 
of the disclosure. 

The claims are directed to compositions for inhibition of translation of a Mect1- 
MAML2 chimeric gene consisting essentially of a fragment of 17-32 nucleotides of a 
nucleic acid encoding SEQ ID NO: 12 and a nucleic acid complementary to this 
fragment; the claimed compositions are sIRNAs. In specific embodiments the fragment 
is of varying lengths, the fragment and the nucleic acid are joined by a nucleic acid 
sequence recognized by a restriction enzyme, the chimeric gene results from a t(1 1:19) 
translocation, the fragment comprises SEQ ID NOs: 2 or 5, one of the sequences is in a 
vector or the composition forms a double stranded structure that comprises an 
overhang. 

The specification describes the nucleic acid molecule complementary to the 
fragment at page 6. It is disclosed that this sequence can comprise base substitutions, 
but this term is not explicitly defined. Based on the entirety of this paragraph, which 
discloses the complementary strand can comprise substitutions, deletions, insertions, 
and/or inversions, and the disclosure that an alternative description of the 
complementary sequence is in terms of the percent identity between the complement 
and the fragment, the term base substitution is interpreted to refer to mismatches in the 
antisense strand of a siRNA. This interpretation is further supported by the disclosure in 
example 1 of a 29 base pair strand and that the second strand is a "near perfect" 
complement to those 29 bases. A mismatch in the complementary strand is a mismatch 
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in the antisense strand of a siRNA. The specification describes a working example 
wherein a composition having three mismatches effectively inhibited growth of H292 
cells having the t(11:19) translocation associated with the Mect1/MAML2 chimeric gene 
of SEQ ID NO: 12 but had no effect on tumor cells lacking the t(1 1:19) translocation. 
The specification does not describe any other compositions having up to ten 
mismatches that inhibit translation of a Mect1/I\/IAML2 chimeric gene. 

The prior art teaches that a siRNA having up to ten mismatches in the antisense 
strand will not be functional. Amarzguioui et al. (Nucleic Acids Research 2003) describe 
the tolerance of siRNAs for mutations and chemical modifications. At page 590 
Amarzguioui et al. teach that the presence of mutations (which create a mismatch 
between the antisense strand and the target) are location dependent, with those at the 
3' end severely inhibiting activity. Saxena et al. (Journal of Biological Chemistry 2003) 
also describe the effects of antisense strand mismatches on siRNA activity. At column 
1 of page 44314 Saxena et al. teach that siRNAs targeted to p21 that have 3-4 
mismatches in the antisense strand are functional, however they do not function by 
mRNA degradation but through translation repression. Saxena et al. teach at column 2 
of page 44314 that siRNAs targeted to geminin having three mismatches will decrease 
protein but not mRNA levels, while those having five or eleven mismatches do not 
function even through translation repression. Based on the teachings of the prior art 
that siRNAs with large numbers of mismatches in the antisense strand, especially when 
at the 3' end, do not reduce gene expression; and the lack of specific teachings in the 
specification regarding how to inhibit translation of a chimeric gene using siRNAs having 



Application/Control Number: 10/698,070 Page 5 

Art Unit: 1635 

more than three such mismatches, the skilled artisan would not be able to use the 
claimed invention throughout its full scope without undue experimentation. 

Allowable Subject Matter 
Claims 40-43, 45 and 46 are allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tracy Vivlemore whose telephone number is 571-272- 
2914. The examiner can normally be reached on Mon-Fri 8:45-5:15. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz, can be reached on 571-272-0763. The central FAX Number 
is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
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been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 
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